エスシンはNF-κBの阻害を介してIL-8およびVEGFの産生を抑制することで膵癌の血管新生を阻害する<要約> by Kan Omi
  




学 位 の 種 類 
 
 
  博士 (医学) 
 
報 告 番 号 
 
  甲第１８１２号 
 
学 位 記 番 号   第１２９０号 
 
氏    名 
 
 
  大見 関 
 
 
授 与 年 月 日 
 
 












Escin inhibits angiogenesis by suppressing interleukin-8 and 
vascular endothelial growth factor production by blocking nuclear 
factor-κB activation in pancreatic cancer cell lines 
（エスシンは NF-κBの阻害を介して IL-8 および VEGFの産生を抑制する
ことで膵癌の血管新生を阻害する） 
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Pancreatic cancer (PaCa) is one of the most aggressive types of cancer. Thus, the 
development of new and more effective therapies is urgently needed. Escin, a pentacyclic 
triterpenoid from the horse chestnut, has been reported to exhibit antitumor potential by 
reducing cell proliferation and suppressing the nuclear factor-κB (NF-κB) signaling 
pathway in several types of cancer. Our previous study showed that NF-κB enhanced the 
secretion of interleukin (IL)-8 and vascular endothelial growth factor (VEGF), thereby 
inducing angiogenesis in PaCa cell lines. In the present study, we examined whether escin 
inhibited angiogenesis by blocking NF-κB activation in PaCa. It was initially confirmed 
that escin, in concentration of over 10 μM, significantly inhibited the proliferation of 
several PaCa cell lines. Next, using immunocytochemical staining, it was found that escin 
inhibited the nuclear translocation of NF-κB. Furthermore, NF-κB ELISA confirmed that 
NF-κB activity in escin-treated PaCa cells was significantly inhibited and reverse 
transcription-quantitative PCR showed that the mRNA expression levels of tumor 
necrosis factor-α-induced IL-8 and VEGF were significantly suppressed following escin 
treatment in the PaCa cell lines. ELISA also showed that escin decreased the production 
of IL-8 and VEGF from the PaCa cells. In addition, tube formation in immortalized 
human endothelial cells was inhibited following incubation with the supernatants from 
escin-treated PaCa cells. These results indicated that escin inhibited angiogenesis by 
reducing the production of IL-8 and VEGF via blocking NF-κB activity in PaCa. In 
conclusion, escin could be used as a novel molecular therapy for PaCa. 
 
